. Moreover, supercleavage ligand is normally unstable and only acts at short range. reducing stability and long-range signaling. ies to modulate ligand stability [16] . In this study, however, we mutated the signaling molecule directly to manipulate its stability. This generally applicable strategy cleavage mutation (Nsc and Nsc-g) significantly altered avoids the potential nonspecific effects caused by interthe potency of Nodal (Figure S2 ), indicating that both ference with basic cellular processes. Our pulse-chase receptor binding and processing are unaffected. Beexperiments suggest that N-glycosylation decreases cause the supercleavage site modeled after the SPC the rate of Nodal turnover and therefore facilitates its motif of Activin had no effect, convertase activities are recycling after endocytosis. It will be interesting to deterlikely to be limited in vivo by negative feedback mechamine how glycosylation affects the recycling of other nisms. In comparison, the activity of mature Nodal (Nmat secreted proteins and whether the balance between and Nmat-g) was increased more than 10-fold compared degradation and recycling is a general determinant of to wild-type Nodal (Table 1) . These results suggest that signaling range. the specific activity of Nodal in vivo is limited by the pro domain but not by instability. 1A and 1B) , the signals in lane 2 elicited by precursor and mature buffer) prior to SDS-PAGE and Western blot analysis.
